[The role of TLR4 receptor in development of inflammation and carcinogenesis in ulcerative colitis and pharmacotherapy of this disorder].
Ulcerative colitis (UC), a form of inflammatory bowel disease, is characterized by recurrent exacerbation and remission periods. Disturbances in the TLR4 receptor pathway are suggested to be one of the potential mechanisms responsible for its development. TLR4 belongs to the toll-like receptor family, which is a part of the innate immune system. It is expressed in many cells, including enterocytes, and recognizes lipopolysaccharide of Gram-negative bacteria. The activated receptor leads to the development of the inflammatory reaction involving macrophages stimulated by chemokine CCL2, cyclooxygenase 2 (COX-2), prostaglandin E2 (PGE2) and tumor necrosis factor alpha (TNFalpha). On the other hand, this reaction is inhibited by anti-inflammatory agents, such as prostaglandin 15d-PGJ2, and peroxisome proliferator activated receptor type gamma (PPARgamma). Inflammation is aimed at increasing cell proliferation and rapid mucosal healing. The increased expression of TLR4 and the development of the uncontrolled inflammatory response in UC (increased production of COX-2, PGE2, TNFalpha and CCL2) impairs regeneration of the mucosa, resulting in its damage, and may later lead to the development of colon cancer. The aim of this study is to discuss the role of TLR4 in UC, and to indicate the role of the TLR4 pathway in the mechanism of action of the currently used drugs.